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Applicant's or agent's file reference 
175961 


See Notification of Transmittal of International 
FOR FURTHER ACTION Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 
PCT/US00/06482 
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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 4 sheets, including this cover sheet. 

This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of 1 sheets. 



3. This report contains indications relating to the following items: 

I Basis of the report 

II □ Priority 

Ml E9 Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

IV □ Lack of unity of invention 

V □ Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 

citations and explanations suporting such statement 

VI □ Certain documents cited 

VII □ Certain defects in the international application 

VIII □ Certain observations on the international application 
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Tel. +31 70 340 - 2040 Tx: 31 651 epo nl 

Fax: +31 70 340-3016 
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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/US00/06482 



I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70.17)): 
Description, pages: 



1-16 as originally filed 
Claims, No.: 

1-13 as originally filed 

14-23 as received on 07/05/2001 with letter of 03/05/2001 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 
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International application No. PCT/US00/06482 



5. H This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

see separate sheet 

6. Additional observations, if necessary: 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

IS the entire international application. 
□ claims Nos. . 



□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specify): 



□ the description, claims or drawings (indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

C3 no international search report has been established for the said claims Nos. 1 -23. 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 
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INTERNATIONAL PRELIMINARY International application No. PCT/US00/06482 

EXAMINATION REPORT - SEPARATE SHEET 



Re Item I 

Basis of the report 

The amendments filed with the letter dated 03.05.01 introduce subject-matter which 
extends beyond the content of the application as filed, contrary to Article 34(2)(b) PCT. 
The amendments concerned are the following: 

- the method of inhibiting cellular proliferation and cancer with coumarin or a coumarin 
derivative (claims 14-15) 

- the method of inhibiting hepatitis B virus with coumarin or a coumarin derivative (claim 
17) 

- the method of modulating the effect of the steroid hormone receptor with coumarin or a 
coumarin derivative (claim 19) 

- the method of inhibiting the response of Hsf-1 to stress with coumarin or a coumarin 
derivative (claim 21) 

No basis for such an extension can be found in the application as filed. There is no 
disclosure in the application as filed of such conditions intended to be treated with 
coumarin or a coumarin derivative. 



Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

Claims relating to inventions in respect of which no international search report has been 
established need not to be the subject of an international preliminary examination (Rule 
66.1(e) PCT). The EPO policy when acting as an International Preliminary Examining 
Authority is not to carry out a preliminary examination on matter which has not been 
searched. This is the case irrespective of whether or not the claims have been amended 
during any Chapter II procedure. 
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13. The method of claim 12, wherein the client protein or the client 
polypeptide is degraded. 

14. The method of any of claims 1-13, wherein the chaperone protein is in a 
cell and cellular proliferation is inhibited. 

15. The method of claim 14, wherein the cellular proliferation is cancer. 

16. The method of any of claims 1,3-6, 12 and 13, wherein the client protein 
is hepatitis B virus reverse transcriptase. 

17. The method of claim 16, whereupon hepatitis B virus is inhibited. 

18. The method of any of claims 1, 3-6, 12 and 13, wherein the client protein 
is a steroid hormone receptor. 

19. The method of claim 18, wherein the effect of the steroid hormone 
receptor is modulated. 

20. The method of any of claims 1, 3-6, 12 and 13, wherein the client protein 
is in a cell and is Hsf-1 . 

21 . The method of claim 20, wherein the response of Hsf-1 to stress is 
inhibited. 

22. The method of any of claims 1-21, which is in vivo. 

23. The method of any of claims 1-21, which is ex vivo. 



2©il 



AMENDED SHEET 



WORLD INTELLECTUAL PROPERTY ORGANIZATION 
International Bureau 




PCX 

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(51) International Patent Classification 7 : 
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(22) International Filing Date: 10 March 2000 (10.03.00) 



(30) Priority Data: 
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Published 

Without international search report and to be republished 
upon receipt of that report. 



(54) Title: METHOD OF INHIBITING A CHAPERONE PROTEIN 
(57) Abstract 



The present invention provides a method of inhibiting binding of a chaperone protein with its client protein or client polypeptide. 
This method comprises contacting coumarin or a coumarin derivative with a chaperone protein, such that the coumarin or the coumarin 
derivative binds the chaperone protein, which inhibits the chaperon protein from binding its client protein or client polypeptide. 
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(43) International Publication Date (10) International Publication Number 
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(19) World Intellectual Property Organization 
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(51) International Patent Classification: 
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see PCT Gazette No. 02/2001 of 1 1 January 2001, Section 
II 
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ance Notes on Codes and Abbreviations" appearing at the begin- 
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(54) Title: METHOD OF INHIBITING A CHAPERONE PROTEIN 
(57) Abstract: 
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DECLARATION OF NON-ESTABLISHMENT OF INTERNATIONAL SEARCH REPORT 
(PCT Article 17(2)(a)r Rules 13ter.1(c) and Rule 39) 



Applicant's or agent's file reference 

175961 


IMPORTANT DECLARATION 


Date of mailing (day/month/year) 

27/10/2000 


International application No. 


International filing date (day/month/year) 


(Earliest) Priority date (day/month/year) 


PCT/ US 00/06482 


10/03/2000 


12/03/1999 


International Patent Classification (IPC) or both national classification and IPC 


Applicant 






THE UNITED STATES OF AMERICA, represented by THE; 





This International Searching Authority hereby declares, according to Article 1 7(2)(a), that no international search report will 
be established on the international application for the reasons indicated below 

1 . j^] The subject matter of the international application relates to: 

a. | | scientific theories. 

b. | | mathematical theories 
| | plant varieties. 
[ | animal varieties. 



[^essentially biological processes for the production of plants and animals, other than microbiological processes 
and the products of such processes. 

f. schemes, rules or methods of doing business. 

g. Q schemes, rules or methods of performing purely mental acts. 

h. ^2 schemes, rules or methods of playing games. 

i. Q methods for treatment of the human body by surgery or therapy, 
j. Q methods for treatment of the animal body by surgery or therapy, 
k. Q diagnostic methods practised on the human or animal body. 

I. | ) mere presentations of information. 

m. Q computer programs for which this International Searching Authority is not equipped to search prior art. 
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The failure of the following parts of the international application to comply with prescribed requirements prevents a 
meaningful search from being carried out: 

£g the description [^J the claims □ the drawings 



The failure of the nucleotide and/or amino acid sequence listing to comply with the standard provided for in Annex C of the 
Administrative Instructions prevents a meaningful search from being carried out: 

| | the written form has not been furnished or does not comply with the standard. 
| | the computer readable form has not been furnished or does not compry with the standard. 
4. Further comments: 



Name and mailing address of the International Searching Authority 
European Patent Office, P.B. 5818 Paientlaan 2 
S|m NL-22B0 HV Rijswijk 

M/JJ Tel. (+31-70) 340-2040. Tx. 31 651 epo nl. 
Fax: (+31-70) 340-3016 



Authorized officer 
Claudia Arago 
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International Application No. PCT/US 00/06482 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 203 



The subject-matter of the present application defines the disease or 
disorder to be treated by the inhibition of the binding of a chaperone 
protein with its client protein or polypeptide with a coumarin. 
When the application is directed to a therapeutic application of a 
medicament and the condition to be treated is defined in functional 
terms, such as those in the application under consideration, the skilled 
person must be given instructions allowing him to recognise which 
conditions fall within the functional definition. 
In the present case, the invention is based on the discovery that 
coumarin derivatives inhibit binding of a chaperone protein with its 
client protein or polypeptide. Accordingly, the therapeutic indication of 
coumarin derivatives is the treatment of any condition susceptible of 
being improved or prevented by inhibition of a chaperone protein with its 
client. It is stressed that the inhibition of "the binding of a chaperone 
protein with its client protein or polypeptide", cannot in itself be 
considered a therapeutic application. The discovery on which the 
invention is based needs to find a practical application in the form of 
defined, real treatment of any pathological condition in order to make a 
technical contribution to the art and be considered an invention eligible 
for patent protection. 

However, the description cites no examples of such conditions intended to 
be treated according to the invention. 

Therefore, due to the functional definition of the subject-matter of the 
present application, which embraces an undefined and unlimited number of 
conditions capable of being improved or prevented by the inhibition of a 
chaperone protein with its client, and in absence of examples in the 
description of such conditions intended to be treated, the present 
application lacks clarity (Article 6 PCT) . This lack of clarity in the 
present case is such as to render a search impossible. 

The applicant's attention is drawn to the fact that claims relating to 
inventions in respect of which no international search report has been 
established need not be the subject of an international preliminary 
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO 
policy when acting as an International Preliminary Examining Authority is 
normally not to carry out a preliminary examination on matter which has 
not been searched. This is the case irrespective of whether or not the 
claims are amended following receipt of the search report or during any 
Chapter II procedure. If the application proceeds into the regional phase 
before the EPO, the applicant is reminded that a search may be carried 
out during examination before the EPO (see EPO Guideline C-VI, 8.5), 
should the problems which led to the Article 17(2) declaration be 
overcome . 



